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2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1,2,5,7,10,11 and 14 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 1.2.5.7,10.11 and 14 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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20 Certified copies of the priority documents have been received in Application No. . 
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application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 
Acknowledgment of Papers Received: Amendment/Remarks dated 3/8/10. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claims 1, 2, 5, 7, 10, 1 1 and 14 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over the combined disclosures of Hwu (US 2002/0128228 hereafter '228) in view of Gopferich 
(USPN 6,086,908 hereafter '908) and Sjoblom (USPN 6,753,014 hereafter '014). 

The '228 patent discloses controlled release formulation comprising cancer fighting 
compounds (abstract, claims). The dosage form can be in the form of molded tablets [0109] 
comprising 50-99 % wt fillers, including synthetic and natural polymers, 0.5 to 15 % wt 
disintegrants and up to 1% wt lubricants [0112-0115]. This would leave at the most 48.5% wt 
drug. The formulation can be a delayed release capsule or tablet that carries a small 
concentration of drug over an extended period of time [0117-0119]. The cancer agents include 
temozolomide [0026, claims]. The controlled release dosage form releases up to 75 mg/m 2 /d for 
up to 12 weeks, while releasing up to 200 mg/d of thalidomide [Examples, claims]. 

The reference is silent to a specific polyanhydride of the instant claims, however the 
reference discloses the use of synthetic polymers in the controlled release molded tablets of the 
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invention. Synthetic polymers such as polyanhydrides are well known in the controlled release 
arts. It would have been obvious to include polyanhydrides into the formulation of the '228 
patent since these polymers are well known in the controlled and extended release art. The '228 
patent discloses that the temozolomide dosage can be delivered in an extended release dosage 
form, and polyanhydrides are well known polymeric components in extended release 
preparations as seen in the '908 patent. 

The '908 patent discloses an implant tablet for sustained release comprising 3, 4-bis (p- 
carboxyphenoxy) propane (CPP) and sebacic acid in a ratio of 20:80 (examples). The reference 
discloses a method of making the tablets comprising dissolving the polymers in an appropriate 
solvent, dispersing a drug into the dissolved polymer, forming particles of the polymer/drug 
combination by evaporating the solvent, and compressing these particles into a tablet (col. 2, lin. 
55-col. 3, lin. 20). Once incorporated drugs are present in a concentration of 5% (Examples). 
The reference silent to spray-drying the dissolved polymer formulation in order to arrive at the 
microparticles, however the process of the '908 patent result sin the same controlled release 
implantable tablet as the instant claims. Particles of a dispersed active agent and polymer are 
formed, and then further compressed into a tablet. Since the result of the process steps is the 
same formulation it is the position of the Examiner that the disclosures of the prior art obviate 
the instant claims. 

The '908 patent provide a method of making controlled release tablets comprising 
temozolomide and CPP-SA-20:80 polymers by dispersing the drug into the polymer, forming 
particles and compressing the particles into a tablet. The combination is silent to the formation 
of particles via an emulsifying process, or the specific solvent used to form the polymer solution. 
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The formation of microparticles from an emulsion is well known in the art as well as an 
appropriate solvent for CPP-SA 20:80, these elements are taught by the '014 patent. 

The '014 patent discloses a method of making stable sustained release tablet comprising 
forming particles of dispersed drug compounds and polymers, and compressing the particles into 
stable tablets (abstract). First solutions of polymeric materials are formed by dissolving the 
mixing in a solvent such as methyl chloride (claim 14); next active agents are combined with the 
solution before it is emulsified through an ultrasonic nozzle (col. 5, lin. 19-35). The emulsion 
can be mixed with other polymers before the solvent is removed and microspheres are formed 
(col. 5, lin. 50-col. 6, lin. 30). The microspheres compressed into a tablet (col. 7, lin. 25-30). It 
would have been obvious to use the method of the '014 patent since many of the polymeric 
materials are similar to hose of the '908 patent. 

Regarding the concentration of the temozolomide in the formulation, it is the position of 
the Examiner that the general conditions of the claims have been met and any specific 
concentration are merely an optimization of ranges resulting from routine experimentation. 
Although the '228 patent is silent to the specific percentage concentration of the active agent, the 
reference discloses that a low concentration can be delivered over an extended period of time. 
The '908 patent discloses that for controlled release polyanhydride implant tablets, a drug can be 
present in a concentration of 5% (Example). It would have been obvious to follow the 
suggestions of the '228 patent of including temozolomide into an extended release formulation at 
a low concentration. It would have been obvious to include this cancer drug into the implant of 
the '908 patent as the desired concentration since both references disclose extended release 
formulations comprising polymers and release a low concentration of active agent over an 
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extended period of time. Where the general conditions of a claim are disclosed in the prior art, it 
is not inventive to discover the optimum or workable ranges by routine experimentation. See In 
re Aller, 220 F.2d 454 105 USPQ 233, 235 (CCPA 1955). 

Furthermore the claims differ from the reference by reciting various concentrations of the 
active ingredient(s). However, the preparation of various cosmetic compositions having various 
amounts of the active is within the level of skill of one having ordinary skill in the art at the time 
of the invention. It has also been held that the mere selection of proportions and ranges is not 
patentable absent a showing of criticality. See In re Russell, 439 F.2d 1228 169 USPQ 426 
(CCPA 1971). 

With these things in mind it would have been obvious to combine the teachings and 
suggestions of the prior art with an expected result of the stable controlled release tablet. The 
artisan would have been motivated to use the method of the'014 patent in order to protect the 
anti cancer agents of the '228 patent from excessive heat. One of ordinary skill in the art would 
have been motivated to combine these disclosures with an expected result of a stable long term 
anti-cancer formulation. 

Response to Arguments 

Applicant's arguments filed 3/8/10 have been fully considered but they are not 
persuasive. Applicant argues that: 

The combination of the '228, '908 and '014 patent do not obviate the instant claims. 
Applicant argues that there is no motivation for combining the prior art and arriving at the instant 



Application/Control Number: 10/529,454 Page 6 

Art Unit: 1618 

invention is the result of hindsight reconstruction and picking and choosing elements with no 
rationale or motivation to combine. 

In response to this argument, it remains the position of the Examiner that the combination 
of the '228, '908 and '014 patents continues to obviate the instant claims. First, with respect to 
the '228 patent, Applicant argues that controlled release dosage forms are not disclosed, however 
the Examiner directs Applicant to section 4.2.2 of the '228 patent [0117-0119] where delayed 
release and other controlled release dosage forms are disclosed in detail. The Examiner further 
directs Applicant's attention to a preferred and specific solid dosage form comprising 
temozolomide and common controlled release excipients such as lactose, polyvinylpyrrolidone 
and stearic acid [0116]. The dosage form can be a molded tablet [0109] comprising synthetic 
polymers [0110] and up to 48.5 % wt drug combination of temozolomide and thalidomide [0112- 
0115]. These disclosures provide the suggestion of a controlled release temozolomide 
formulation comprising synthetic polymers. The '908 patent provides a controlled release 
chemotherapy formulation (molded tablet implant) comprising specific synthetic polymers 
(polyanhydrides) (col. 2, lin. 43-53). The synthetic polymers are polyanhydrides condensed 
from l,3-bis(p-carboxyphenoxy)propane and sebacic acid in a ratio of 20:80 (Examples). The 
molded implantable tablet comprising the polyanhydride mixture further comprise approximately 
from 35% to 60% wt of an active cancer fighting compound (Example 1 and 2). It would have 
been obvious to follow the suggestion of the '228 patent to combine synthetic polymers with 
temozolomide into a controlled release molded tablet, and look to the polyanhydride based 
molded implantable table to of the '908 since they both solve the same problem of prolonged 
deliver of cancer/tumor fighting agents to the body. They solve the same problem within the 
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same field of endeavor, namely extended release chemotherapy formulations comprising similar 
concentrations of active agents and synthetic polymers. The optimization of the range of active 
agents would have been obvious to one of ordinary skill in the art since the general conditions of 
the claim have been met by the combination of the prior art. Specifically a wide range of 
temozolomide (up to 48.5 %wt) is combined with the same polyanhydrides of the instant claims. 
It would have been obvious to optimize these components in order to provide a stable 
implantable tablet. 

Further it would have been obvious to make the implantable tablet by the method of the 
'014 patent in order to make a controllable dosage forms with higher density and strength as well 
as high active substance content (col. 4, lin. 10-15). The microparticles formed in the process are 
compressed into tablet for site specific or controlled release (col. 7, lin. 25-30). The method 
disclosed in the '014 patent comprises dissolving the polymer along with the active agent, mixing 
this combination and forming microspheres which are then formed into tablets (col. 5, lin. 18-55- 
col. 7, lin. 35). The polymers include polyanhydrides such as poly(biscarboxyphenoxy)methane 
along with polyvinyl alcohol. It would have been obvious to process the tablets of the 
combination in this manner in order to produce stable tablet with increased strength and density, 
capable of site specific controlled release as suggested in the '908 patent. The patents share the 
same field of endeavor and solve the same problem of site specific drug delivery of controlled 
release dosage forms comprising synthetic polymers such as polyanhydrides. 

For these reasons the claims remain obviated. 

Conclusion 
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THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MICAH-PAUL YOUNG whose telephone number is (571)272- 
0608. The examiner can normally be reached on Monday-Friday 8:00-5:30; every other Friday 
off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on 571-272-0616. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 



/MICAH-PAUL YOUNG/ 
Examiner, Art Unit 1618 



